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(57) Abstract: Sustained release compositions containing a physiologically active substance or its salt, hydroxy naphthoic acid or 
its salt and a lactic acid-glycolic acid polymer or its salt, wherein the product of the weight-average molecular weight of the lactic 
acid-glycolic acid polymer by the amount ( U mol) of the terminal carboxyl group per unit mass (g) of the lactic acld-glycoh'c acid 
polymer is from 1,200,000 to 3,000,000 (inclusive); and drugs, etc. containing these sustained release compositions. 
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3, 000, 0 0 0£^TTfeS^i&14Mfi)ci|^^(7>Stii?£*5<kc;^ 
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5 ^m^^ 

GB2209937-^. GB2234169^, GB2234896^. GB 
2 2 5 7 9 0 9-^iJj^43J;tXEP 6 2 6 1 7 0 A2#^^(C«> S'MiHSaLrc^ 

W09 5/ 1 5 7 6 7-^i;j$gtC«, cetrorelix (LH-RHT >i5'rf-X h) CDX 

aTOi® ^ <b ^ :i i: 7&tf E^i ^ tlT V i S e 

^ik'^m^m^m-cm.fjZ<m^\zmojh^. $ 'bizfm-^v zj-jmrn-^i^^iz 
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2 0 0, 0 0 0Je;^±3. 0 0 0, 0 0 OJ^^TTab-SfL^-i^U I3-;i'S!m-&#:S: 
( 1 ) ^S?S't4#iK ^ com, k H n :^ -7 h ^ «^ 0^*3 ck mim 

15 (D;^;i^2}^=^v;i'Sa (T-r ^J7p^:ji/) ti<Dmti^i, 200, ooo4ja±3. 00 
0. 0 0 oOTT^-s^sJcitrnfijc^i^, 

(3) ^mm^mwti%^-mmm^x^^±M (i) fs«c<D^«(i4m^«^, 

(4) t Yu^i^^y hx^T&n - 1 Hn:^->- 2 -^^^ hx^^fcttS - 1 H 
20 □ =^ v- - 2 - :^ -7 h x^l?^ -5 ±fB ( 1 ) fB«<^^SJctt;a^4^, 

( 5) t HD:^v:h:7 hx^;&t i _ t Ko^v - 2 - :h-7 hx^-r?$>^±fB ( 1 ) 

(6) ?L^-yu:3-;i/®?s^#:(7)m^^:;i'%?&n 00/0-4 o/e ot^-s 

±|B (1) l2«(D^;»f14iiM«3> 
25 (7) %m-^^)::2-)VmM'^^(D'i^^=i:)V%f}^l 0 0/'0-e*'S±IB (1) IB 

( 8 ) m'^^<Dmm^i^^^mm'i 3. ooo~*«jioo, 000 T-fe^±iB ( 1 ) 
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( 9 ) 2 0 . 0 0 0~5 0, 0 0 OTcb§±fS (8) tB«fe(Z) 

(10) LH-RH^^#:*t^ 
5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 

Yfmeu. DAla, DTrp, DSer(tBu). D2Nal ^^tiDHis (ImBzl) ^^L, lit 
NH-CjHs^^cllGly-NHj^^-r. ] T^$n-g>^:/5^ HT*^±SB (3) $^m.<D^M 

(11) m^i^<Dm^(Dti)i:e-=¥'^jmm^m'^i$-<Dm^nm (^^a) $>rz.o 
5 o~9 ov<i^p^;i/T*s±as (1) tsM<o'^n^m.^m. 

it75^*3M4/j:vib4^3T*^±iB (3) ^m(D^n^mmm. 

(13) ^Afcitm^^'*'. LH-RH^^#:*;t «^CDm** 1 2 % (w/w) ^ 2 4 % 

(w/w)-^W$n^±tS (3) IBOcOP^SJf'ltmfi^^, 

(14) ±mmi±mm^r^u^(Dm.^m7m^^rzi:i7i(.mi^-c$>^±tt^ (d ts 

(15) ai^fflT^^±IB (1) iBilc(^ISi®['l4iafijci^. 

m«t-r-5±fB (1) tim.(Dmtmm^<^(Dmmm. 

'A^^x^mmmm^m^-r^:it^^WLfr^±m (le) gE«(7)^3t?*, 

(18) ±mmii^m^rci-i.^(DmM^mm^m^rci-i^(Dm.^^m-r^7^m 
m'v$>^±m (16) iBmomit^i, 

(19) ^mm^<^n(DmAmmm.^^rc\t.iskii(Dm.-v$>^±td, (i 6) tBm© 

(2 0) ±fB (1) IB«(^^*S[1*mfiK#J<&^WbT7ij:SE^, 

(2 1) ±fB (3) $mo:>^m^m.}&m^^^vxti:^m^Lmm. miimm^m. 
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I'm. fhrnm^Tzitmiim. 

(2 2) {i^fji<t^m6<rnu±\ztDf^'ox^mmii.i^m^rcit^(Dm^nm-r 
§±iE (1) t^m<D^m^m^m. ^^z^ 
(2 3) ±mm^mm^rcit^(Dm.. i-\^\^n^>^-2-'^yhx.mmrc\t^ 

(2 4) ±mm^mm^rc\t^<o^t:^t^m^MmtL. mM-if^)zi-)vm 
oM?L<t#j^isi3ib, 'A^^^xmrn^^t^^t^w^ii't^AL^ (16) tm. 

(16) iBiijcD^ijfttm^^o^ii^, 

(2 7) }^i^OI^^?i^^*7K^^^?iT^^±f3 (2 4) ~±fB (2 6) ©(.^m 
K, :$^^l:$t)3 0 0~^4 0, 0 0 0, iff «J^<34 0 0~^<J3 0, 0 0 0, 

$ {cif s u < m^j 5 0 0 2 0. 0 0 0 cD^stgit^:/^^ F i£^mM-c$> 
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^:>(GH-RH) , zfn^^^>. x>jxP7K-rx5^>, m^^mM=E>. 

10 'f^>'>, it-l'^:^AU>, B^fl^f^ttE^, J&ffms-T, Mlg«5EE^, hd 

x-^#@^, ^9^'j>, T'-ry;V7^>> jj^>^>'>, xa.-OT->'», -fe 
15 ^frf^n-So 

mwm. {mm<ommmiL^mt^) m. mm. mmm. mm. mm. mm. 
20 ^mm) . mmm imm<Dm.mmii%mt^) m. w^^. :/pfcf:^ 

25 m. h^)ji^)V7^>m<Dmm7^>m. 7)u^:^>m(Dm&i^T^ym 
mm) uat(Dm^m\f^n^o ^rc. ^mm^^':^^\^it^mmmt^m m. 
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^x'$)^^^LH-R Hgi^tt ^ !^\^^rzi,tm\^mmu a izmwj: l h - r 

^-(X GnRH Ti-uif : zi>h^/'^-^y7. T > K . A'-X^i^T^-r ^ 
10 (Treatment with GnRH analogs: Controversies and perspectives) 

y > /^ZfV v'^y^ y im (The Parthenon Publ ishing Group Ltd. ) 

^fTl9964^] . #^¥3-5 0 3 1 6 5^1^$g. #P^¥3- 1 0 1 6 9 5-^, |p| 
7-9 7 3 3 4^43ckDC|fj8 -2 5 9 4 6 QtWSkm.UE\ZWML^tVZ\^-^^^^ 

15 LH-RHt^S#:<hLT«. LH- RHT:^*-^ h ^;^c«LH- RH7>^:f 

X-D2Na 1 -D4C 1 Ph e-D3Pa 1 -Ser-A-B-Leu-C-Pro-DA 1 aNHj 

Ci?:4', X«N(4H2-furoyl)Gly^;t«NAc^, A«NMeTyr, Tyr, Aph(Atz), 
NMeAph(Atz)*^e)jllin§^S$r. B«DLys(Nic), DCit, DLys (AzaglyNic) , 
20 DLys(AzaglyFur), DhArg(Et2), DAph (Atz)*3 j:UCDhCi if^hWtSXl^^^^^. C« 
Lys(Nisp), Arg^TttihArgCEtp <£:^n^n^-rD T^^^n-S^SSI^^:/^ K 

LH-RHT:3*-Xh<i:LTJi, -^i^ [IH 

5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 
25 C^tf. Y^meu, DAla, DTrp, DSer(tBu), D2Nal43 J:t«)His (ImBzl) j&^^i^J^ 
n-S JSSS: , Z ^NH-CjHj ^ «G 1 y-NH^ Sr-^-n^n^T 3 XWo $ tl § 
^^^KSfcl^-ecDJ^T^Cif^^^ffll^ien-So Y^^DLeuT, Z ^^NH-C^Hs-e^^^ 

Zf^ H (EP-^, S-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-CjHsT^^n 
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5 ^^mmm^Ti^mm 

N(4H2-furoyl)Gly : 
NAc : 
D2Nal : 
10 D4ClPhe : 
D3Pal : 
NMeTyr : 
Aph(Atz) : 

15 NMeAph(Atz) : 

DLys(Nic) : 
Dcit : 

DLys (AzaglyNic) : 
20 DLys (AzaglyFur) : 
DhArg(Etj) : 
DAph(Atz) : 

DhCi : 
25 Lys(Nisp) : 
hArg(Etj) : 
DSer(tBu) : 
DHis(ImBzl) : 



N-T- N ^ t K o :7 p < U 

D-3-(4-i7PP) yx-;i/T^->j^S 
D-3-(3-hfU>»;l') r^->^s 

N-[5'-(3'-T5y-l'H-r. 2'.4'-hUTVU;i')]:7xll 
N-^5^;i/-[5'-(3'-T^ y-rH-r. 2'. 4'- H U T vu 

D- (T-tf y u i>;w:7 ^ - ;w u >?^is 
D-(N. n'->>ji^)l)7is^r)l^~>mM 

D-N-[5'-(3'-T^y-rH-r. 2*.4'-hurV'j;i')] y'x 
(N. N' -yx^;i') jj^^ t;1/^~>^s 

0-tert-:/5^;U-D--tzU > 
N'"-^ > - D - t X 5^ > 
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r^-ir 5 ;W • y — ;A > ^ U' — ^o. T— (Commission on Biochemical 
Nomenclature) 0—n}^T >• zy'>r—±)l^'^Zf-/'<^ :t^^7. h U — (European 
5 Journal of Biochemistry)^138#. 9~3 7H (1984^) ) iZJz^m^^fzit 

10 ^(D^m-h^'ry^vym.<Di^t2^-vd!>^^n^t\\zn\^X7m.^(D^^f)^ 
<, ^rz:Ltiib(D^M(Dm%(DU-^^^m^^x%^\^\ m^-r^f)^. mmm^^ 

(D:k^tlh(Df)m^V<. $)'5^i«pKa (pKa = -loglOKa, Kait 

15 ^fc. 7Ji=i-)vm (m^i-i. x^y-;K :A^y—)vm iz-psmx$>^h<D 
j&'^iff^LVi. ^TJizi—jvmizpim] titm^it:^^y—MzMLxiosXL 

±^c^t )^u^i^i-y hJLmm^i^(Di>KatVXit. 3-fcHo:^v-2- 
::^7hx^<7)M ( pKa = 2. 708, it^^^ ^mmi K B2^fl:^#, 
20 BSfP4 4^9^ 2 5 S^fr) (D^^m^nxi^^^^^. h K o=\^ v^mS^cO 3 S 

h: K o =^ i p - t H D 4^ v^mS^O p K a >6t 4 i^^±Tfe -5 (?) \ZM 
LT o - 1 K v^m#^ (t>- U ^Jm) OpKa (=2. 754) 

25 m'f'\z:^JV7^^iy)VMt7i^^mA^m'^Vrc. 3-\^\iu:^zy-2-i-yhx.ms 
l-ii\iu=^->-2-i-y hxm*3J:tK2 -t Hd^5^- 1 -:^y hx.m^^ttf 
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->m<Dm&i±T5,yimmm) udtcDm. i^rz\tm^^m m, mm. ^. m 

-So 

C7<ij7D^:;i/) 200, 0 0 0J[i;±3. 

000, OOOOT. iff^L<Jil. 5 0 0, 0 0 0ii^±2, 6 0 0. OOOJKA 
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0/6 075«$f*b<, ^1 0 0/0~^5 0/5 0;&^<kOiif.*Ul.i. ^filc 
10 it^n 0 0/0T'*^?LSEJi^^5l^'Jv>-t>i?SKffll.i^n§o 

m^i^itit. D-i^XL-i$i t!?^*^ 75/25 ~««J 25/750 

|igH(Z)t)(7);&W*Ll.io ;i(7)D-'(*:/L-#: (^:;U/^;i/%) 1t{3*<]6 0/ 

4 a~*U3 0/7 0(D«gfflcDt>(D;i>mffl$n-5c 

15 M r?L^-^ij3-;U^a-&#:j ©a«^J^^^««. **J3, 0 0 0~ 

miOQ, 0 0 0. if* b<ti*U3, 0 00-^6 0, 0 0 0, $e{c»su< 
«f?)3, 0 0 0~*tl5 0, 0 0 0. #{C»^L<tt*5 2 0. 0 0 0~J^5 0, 0 

5ra©:^»;i':^}^^>';ua« (T-r^p^;!/) 200, oooje^^^s. 00 

0. 0 0 0OTT^^;^)^\ $^>{C$f^b<lS. M?L^-yU:3-;UM-&*^oa 
<Di3)V:^^>')Vmm (-^^ ^U^JV) <DmT!}^l, 5 0 0, 0 0 0Jgj^±2, 6 0 0. 

25 0 0 0 &rf<D 'b ©fcC <i:*«^ ^f ^ n-s o 

:j}-ts:m (fia^i^^^^a/i&^i^^^a) m^mi. 2-'*U4. o 

*^'^^U<» $e>{3«^l. 5-3. 5^W^U<, 7-3. 0;&^W 
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<, ^^izm^4 0'^mi 0 0 0 timol (V-r^D^;P) mizB1^Ll^\ 
^^\Z. »Sb<«i^4 0~^9 5 Mmo 1 C^-f^n^:;!.) . <J:0$f?^L<« 
5 ?^tJ5 0~Ji?^9 0 /imo 1 (-^-^ ^n^)l) -C^i^o 

(1) Sa^l^:^^"^**^^ 3 . 0 0 0~j^lJ1 0 0. 0 0 OTafeO, ?L^-i/U3 

A) ^feo©*^©;^;W7i?^>^;i'»a (-^^^u^jv) 200, 00 

10 o^±3, 000, 0 0 o&rf'v^^m.nk-'^'jn-jvmm^w. 

(2) sa¥i^^^«*«i^ 3 , ooo~j^6o, 0 0 o-ci^o. %m-■if^J::i'- 
)mm.^i^(Dmm^i^^Tmt%m-'^/'J n-;umm-&#:co#^K« (i^^A) 

^rzK)(D^^(D:fy)Vii^^iyJVmm C^^^n^jV) (Dm^^l, 2 0 0, oooje^ 

±3, 0 0 0, 0 0 ouT-v$> ^^m- 'if 'J zi-)imm^i^. 

15 (3) 3 . 0 0 0 ~*1J 5 0 , 0 0 0 0 , ?L^- 

^^oo*j^(d;^j;ujJ?^>';us« (T-f^p^r^u) (Dmn)^!, 200, oooJE^ 

±3, 000, 0 0 o&rf-v^^mM-^ozi'-)i^m^i^. 

(4) aa^pi^i^-^a^^i^j 2 0 , ooo-i^^jso. 0 0 o-e^o, ?L®!-yun 

0JI^±3. 0 0 0. 0 0 0OTT$>§?L^-5^U=i-;i-M-&^, 

'>Jimm C^-ii^u^M *^*52 0~*U1 0 0 0 Aimol i-^'i^u^JV) TfeO, 

200, oooJt^A±3, 0 0 0, 0 0 0UTT$>^%m--i7'vn-Amm'^^. 

(6) ?L^-i^Uzi-;i'M'&#:©#iiK» (^7 A) ^feOO*iS(D:^;U7t^4^ 
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2 0 0, 0 0 0eil±3, 0 0 0. 0 0 0J!JlTT*'5?LS?-yjrF-;Ug[a[^^, 

5 (7) (^mm^i^^T&m^ 3, 000 100. 000 tso, (D?l^- y 

^n^JV) ?&«?^2 0--»^l 0 0 0 amol C^^^u^Jl) 1^$>K). ^^-D^^M- 
10 0 0 0li^±3, 0 0 0, 0 0 0OTT$)S?LS?-yj:3-;i'i!a^<*:, 

(8) (Dmm^i^^i^mijms. ooo-^tjioo, 0 0 ot^o. ©am-i^ 

CO^JV) ;0^*<3 4 0~J^^ 1 0 0 0 wmol (-T-f ^ D^;i/) X*$)K). 7&^o(D?L^- 

15 iif^A) mrzO(D^^<D:^)u^^i^)vmm (-^^^u^jd om^n, 200. 

0 0 0JKA±3. 000. 0 0 0OTT^'5?Lm-i^'Jn-;!/^m'&#:, 

(9) (Dmm^i^^^mm^ 3. ooo~*D6o. 000 t^o, (i)?L^- ^ u 

D^;i/) 7&?i^2 O-i^l 0 0 Ojtzmol (r?-<i7U^)V) *^"^@?L®?-i^ 
^A) mtzK>(D^^(DtS)V^s^^y)Vmm (T<^D^;U) (7)m;^>n , 2 0 0, 0 

oo;^i±3. 0 0 0, 0 0 o\^xvx'$>^^im-^^)^-)vmM'^w. 

(10) ©as^J^r^-^fi*^*^ 3. ooo~ijit6o, ooo-efeo^ (2)?L^- u 

.25 U^)V) *^*g4 0~Jj8*Jl 0 0 0 iimol C7-ri7a^JU) TfeO. *^0(D^®E-^ 
'J n-;P®!a'&<*:©a*^i^5H^S«>:?Li?-^U n -;Pma'&#:omS!S« (i^ 

^A) '^tz.K)(D^i^(Dt})V7f-^zy)imm (-^-i^a^ji) (Dm^n. 200, o 

0 0 ^±3, 0 0 0, 0 0 0OT'r^-5?LiE-^u:3-;ug^a-&#:. 
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(11) (Dmm^i^^^m^m s. ooo-j^so. ooot^o, ®^m-if^) 

5 ^ A) .^fc 0 05^)^(7);^ Jl/Ji^^^x^USa (-7 -fi^Dt;!/) 2 0 0. 0 

0 0J!^A±3. 0 0 0, 0 0 0OTT^^?L^-iJ7-ijri-;i.M^#:, 

(12) ommw-i^^^mm'oz, ooo~*D5o. o o ot^d> (Dh^-^/u 

U=^}V) *?*94 0~*51 0 0 0 Mmol (V-fi^D^;!/) T^Ox 7&^0(D?L^- 

^A) ^/tD©*^ffiC):^3;P7K^'>;psa C7-r^D^;i/) ©5«7!;n. 2 0 0. 0 
0 0UJl±3. 0 0 0. 0 0 0OT-r*S?L®?-i^U:3-;l'®?a-&#:. 

(13) (Da«¥l^^^fi*^^ 2 0 , 0 0 0~*tJ5 0. 0 0 OT^D, (D?LS?-y 
Un-;UM'&#:c^#fi[M« (^^A) mtcK><Dmi^(Dti)VTf-^iy)Vmm (v< 

15 ^n^)l) 7&^'^iU2 0~*t) 1 0 0 0 /^mol (v-ri7 n^;i/) -e^O. ;5^o(i)?L^- 

(^^A) ^;^0(7)5|5^©;^»;W3i^4^>';PS« (-t-t^d^;!.) (TJ^AU. 200. 

oooeA±3. 0 0 0. 0 0 oj^rF-c$>^%m-'^^^)n-jvmm^w. ^^zs 

(14) (DMS¥i^^^fi*5i^ 2 0, 0 0 0 5 0, 0 0 0 0 , (D?Li?- 
20 'Jn-JP^fi'&^O^'aM* (i^^A) ^;tOc^5^j^©;tr;U/j?=^i>;uSS Cr-r 

i7U^)V) :*^*tI4 0~*>J1 0 0 0 wmol iT^^a^Jl) 0 . /0^-c?(D?L^- 

(i^^A) ^rzV(D^t^(D:fjjv^^^iyjimm c^-c^a^ju) (om^n, 200, 
ooo^j;±3. 000. 00 oi^J^^'^$>^mM-'^o:2-Jlmm'^i^f3:^i!)m^ 

25 H.i«»J«hLT^tf ^nso 

(15) ®fi«¥*^:«'^«*^iSs5 3 , 0 0 0~*tJ1 0 0, 0 0 OT^O, (D?L^-^ 
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^A) ^rz^(DmM(DtiJi^^->jv&m (v-r^TP^jp) o^^n. 500. o 
oo&,±2. 6 0 0. 0 0 oje^T'r*§ae?-^un-;i/ma'&^, 

(16) 3 . 0 0 0-5^6 0. 0 0 OT^O, @?L®?-i^U 

A) ^^rzioo7^)^(Dti)i^=^iy)umm (v-r^n^;i/) c7>^7:>n, 500. 00 

0J^±2, 6 0 0. 0 0 OOTT^^?Lm-^5'*U:3-;i'^a'&^> 

(1 7) ommw-i^^i^-mi)^ 3. ooo~,^U5o. ooot^d, (2)?l^ -^v 
A) ^rc*:)(D^tQ(Dt!jv-^^->jvmm cD^*n, 500. 00 

01^±2. 6 0 0. 0 0 OOTT*§?L^-i:/Un-;i.^a^#:, 

(18) ®fi«¥^^^«*^j^ 2 0 , 0 0 0~*iJ5 0. 0 0 0T*0> (D?L®?-^ 

^A) S;tOO*iSc^*>'l/4^^i^;i/S« (T-f^D^;!/) cD«/5?n. 5 0 0. 0 
0 0J^±2. 6 0 0, 0 0 O^TTfe^?LgE-^Un-;i/^a'&<*:v 

(19) (mM-^^)::j-)vmm^i^(Dm^nm iif^A) ^rcK)(Dm^<Dti)[^-^- 
1. 5 0 0. oooe;±2. eoo. o o o^TT$>^mM-if^j:2—)vmm'^ 

(20) (i)?L^-^U3-;PM-&^^©m^Sa (^^A) ^fcO©*>^(D;tj;U5jf 

(v<^D^;p) 7:>^*^4 o~*^i 0 0 0 wmoi (T-r^D^;!-) 

(^^^A) ^;^0O5Ns«<^*;i'Ji^^>';U«a (-7<^d^;W) (Dm:^^ 

1, 5 0 0. ooo£;±2. 6 0 0, 0 0 ofi^TTfes^^-^u p-;pma'& 

(21) ®a»^i^:5^-^a7&^'*t) 3. ooo~*tjioo. oooTabo, mim-^ 
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(^^A) ^t^K>(DM^(oti}V'i^^^-^)vmm (-T-x^u^jv) (D«*n, soo. 
oooieA±2. 6 0 0. 0 0 oKrfv$>^%m-ifo:n-)mm^i^. 
5 (22) omm^i^^'f-mm^ s, ooo~*<]ioo, ooot^o, (^im- ^ 

10 0 0 0£il±2. 6 0 0, 0 0 0&.T'V!^^mM--!fU:2-Jvmm^W. 

(23) 3, ooo-^^jeo, 000 T^o, (2)?Li?- i:/u 

P^;U) ;^)^,^2 0~i^l 0 0 0 AiDiol (v</7D^;i,) Tr^O. A^o(D?L^-^5^ 

15 ^A) mrzK)<D7^)^(D:^)V^^i^JVmM (-^^^U^JV) (Dmf)^l, 5 0 0. 0 
0 0^±2. 6 0 0. 0 0 0£^TT^'5?L^-i^U:3-;P^a'&#:. 

(24) <Dmm^i^^i^mi!)m a, ooo~i^6o. ooot^o. ®^im- ^ u 

D^;P) *t^4 0~*5l 0 0 OAimol {^-i^u=^)V) Ta50, 
20 U D-;l'^fi'&^^c75a»¥i^:J^-^»t?L^-i^U =i-;UM'&#:c7)^^K« (iT 
^A) ^^OcD7^i^c7);tr;i/:J^^v;i'»a (.■^-(^U^)V) (Dmt^l. 5 0 0. 0 
0 0J^±2. 6 0 0, 0 0 0OTT*^?L^-i5^'jn-;i.^a-&^> 

(25) 3. 000 ~*?) 50. 000 T^O, ®?L^- U 

25 a^JV) 305j^2 0~;isg 1 0 0 0 wmol (•7'ri7P^;l<') T^O, J&^-^^^LSe-i^ 
^A) ^fcOcD5^^©;ti;Pjl^^'>;i/Sa C^^^a^jV) <Dmf)^l, 5 0 0, 0 

ooi^±2. 6 0 0. 0 0 osAyv^^%m-if^j::i-)umm^w. 
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(26) (Dmm^i^^'^mm't} s. ooo-^mso, ooo-e^o, (D?l^- ^ u 

5 ^A) mTzK)(D^^(Dt))V^^^zy)VMm C^^^O^EJl) CD^i^U . 5 0 0. 0 
0 0]^±2, 6 0 0, 0 0 OOTT$.^?L^-^ifUn-;i/ma-&#:, 

(27) 20. 000-1^)50. 000 T^O, ®?L^ - ^ 

^a=^jV) 7&^>^2 0~*«)1 0 0 0 Mmol C7-ri7n^;0 T^O, 7&^o<D^^- 

(i^^A) mr:iKf<D^)^(Dti)v^^i^)mm i-^-f^n^jv) (Dmt^i, soo. 

oooijJi±2. 6 0 0. 0 0 OOTTSS?L®?-i^Un-;i/M-&^> *3<fcZ>' 

(28) ®a«¥i^:5^^a*^**U 20. 000~*^J50, 000 T^D. (2)?L^- ^ 

15 ^U^}V) y{>«*1}4 0~*t) 1 0 0 0 Mmol (V-r^a^;i/) ;?)^0(D?L^- 

(^^^A) 00**18©;^ ;u3t?=ir>';p»« (T-i^u^^M om*n. 500, 

000Uil±2, 600. 000 &.T-:^$> ^mM- -)VmM^W-fs. a-ii^^ \i 

20 ■:^mmm\z^\'^^mm^m^=f-ms Wi^i^^=^m^^xs^WL^t.\-i.. a«¥i^ 

6^^mtl^ 1, 110. 000, 707. 000, 455. 645, 354. 00 
0, 1 8 9. 0 0 0, 1 5 6. 0 5 5. 9 8, 9 0 0, 6 6, 4 3 7, 3 7, 2 
0 0, 1 7. 1 0 0, 9. 8 3 0, 5, 8 7 0, 2. 5 0 0, 1. 3 0 3, 5 0 

4 o 1 5 mm(DM^^m^- vx^u >^mm^m. t vx^jw-^- 5 x— > a > ^7 
25 a-Th^yy>f- (Gpc) •vm^i^rzTf^')7.^u>mn(D^=Fm^^z^nt}iiy 
fe5i-tS[«s:Vi^>. mmt. mmGFcmm (Mv-m. hlc-8 12ogpc, 
^m-:i5^it^mmmmz^^) , gpc;^^akf804lx2 im^amum) 
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"5. 

5 (v/v = 4/9 6) ^?iS2m ncJg^L. 0. OlM o -—huy x.—)l\:: 

\^'7>>>m.mm. (onph) mm (5Nm.myT±h-h^))vyx.^y-)i=i. 

0 2/3 5/15) 2mlt0. 1 5M 1 -X5^;|/- 3 - ( 3 ->'^5^;i/TS 

y:/ptr;P) -;^;i';i?>'<a Htt^i^^^ (tf U >'>/xi5'y-;u=4 v/9 6 
v) 2m 1 $rJP;^T4 Q-CTS 0 5i-SJ«:$-&;^^^j«S:@St-'5. ?^^S:7K^ (4 
10 m) b;^^. T-fehXhU;i'2m IT^^^b. 0. 5mo 1 / 1 (DXiJ^y-JH* 

N7K^{b::^ h U '^A7K^§^^■r^|I^UTYm 1 <h 1 . 5 Ny^mit^^ h U C7A7K 
?^t^^^^<i:UT5 4 4 nmSS:7tSA (/cm) ^^JJ^T^. — DL-?L^ 
7K?g^^»^«^MiLT> ^(DmmtfJl-ii^^^iyjmm Cmo IXL^TJVtl^) 
15 M^T^Jcfe, ^fcONPH-5'^;Wbi5feTDL-?Le?t:h*^vH<t:Ljfc«h#<D5 4 
4nmmytm^ B (/cm) .h-rst^, a-&#:om^3rM« iif^A) $>rzKf 

[COOH] (mo 1/g) = (AYC) / (WB) 
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^«fla7KaSS^ (^It^BSe 1 -2 8 5 2 1^) ^-&li«^i^^Ki:yiJr3U H^© 
^5K>?XX-x;Wb^^^*^e>®MjK*ffll^ifc^^M'& (Encyclopedic Handbook of 
Biomaterials and Bioengineering Part A: Materials. Volume 2, Marcel Dekker. 
5 Inc. i995^)TM3S-r#§o ±l50^^coM^m-g•:^^i^::ctoT^#e.n^«^^ 

EP-A-O 8 3 9 5 2 5 mztmomyK^mKmizH-t C t\Z^Ki . 

10 ±SB© r5^^i3jS^(D:^;i/:;^<^>-;PS?&W-rs?L^-yjn-;i/ifa'&#:j it 

<i>:^(Dmmm m^itmmmm.Ti^mm'^m. #^bs 61-23521 ^^$g#B^) 

20 (-COOH) *«T5 K (-coNHg) <l:^fc«xx7";u (- 

cooR) ^f^nx\^^^\:i\^n^iytiJi-^s>m.mm^tii^^^$>^fi^rL^^^. ti.^^ 

T'fc> (-COOH) ^^JLXy^JU (-COOR) 'fb^nXti'St 

ccxx.x'rMz^n^RiiVxit. ^5^;k x^;k n-yntr;!^, 

25 'ry:/Dfcf;k n-:/5^;i/. tert-3^^;i.7:j:f©Ci_6T;Wl'S. ««JA«, > 
^d^>^;K '>^P^=^^'>Jl'?^j:<J:c^C3_8'>i^DT;i^=^;i/a. :7j:x 
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20 Ulio 

fcii^f^^UnU F, L-^iJ7^H, D-^i75^K, DL-^^J'^H, 



15 
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T'ji^i^ m^it. ^>-tf>, h;PX>. =^i>lx>, 7=--;^U>> i^^^JlMAY 
OO'CT^O. ^M'&WJl^, ii'^^ta~l 5 0'CT*0> KJt-Umi:)^BL}t^m 

20 ^#:<&#)IITn«J:li. 

25 ^;l/TP>^>^tert-y5^;i'75:«i:) 75:<i:3&«fflLi^n§. 
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m:itiz^-z>x. m^n^%^-^v:3'-}vmm^i^(D(oi^\zt)j\^:^^i^jv& 

5 (2) ^{c. ±iB (1) (Dm'^KJt^\z,k-Dxn^titz(omz^m-^nrz:^jv-!r^^ 
i^jm^m-r^9m-^ou-)vmm^w^m.^mKft-izH-rz.nz^KiBm 
i:-t^(omzmm<Dtijv^^^iy)v&^m'r^%m-i^^j:n-jvmM-^i^^n^ 

Z.ii^^X^^o 

m^mM\it^^<i):9a(D-^mz^r)fst.mx^^. :i(D^^u:^fktLxit. 
10 (\i\^a=¥i^t!)i-^s>m (DjL7.^)vm^\zmm^^pL-r\zumm^m^t^zL 
h^^'^mu:^mx^tn^i^^-rtL^m^^xh^^^-fy^. Mi^&^\zit. mxitmTt. m. 

a^ta^) $rfflVi^^Mji7u> mi^T>=e=LOA^x(Di-h^)^Aizj^^m7t. 
15 i^^:txu^] — Mzj;i^m7tu^t)m\'fibn^omxi:i. a>m\z^>i^)mx 

:^^y7.)Vitsyms.E) ^fdiX^n^ (om.'^mr^ E\zii^ n.'!rtmu Etm^i n 
Tj§«?UT^iaT'$t) 1 nnm^-^^ zl t.xmmx^^. 
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^C:<h/5^-e#^o :H:^M(C«, ^JA(^, EP-A- 0 8 3 9 5 2 ^n\zmm.(D:l5 

m&m mTLU. wo 94/1558 7^^^#bs) x-MitT^So 

in-Jl^^fi'&^^^iJ^ti^-U >;9- 'f><:r;U/\<A (Boehringer 
Ingelheim KG) t^Eti-^^-^m.-^trC^^^'h<D^m^^X'h^^^. 

\zmm\^r^%(D\z'M^^m m, m^, &i. muii) (Dmmm. (mA.it. mmm^ 
:3-)imm) ^i^Kitmim^m-^vTzmizmiiu-orc^m-^^) 



wo 01/05380 



PCT/JPOO/04683 



23 

mo. 0 2~^4 0a*%s ^K>0^L<\tmo. l~3 0aa%. *t)^(f*L 

mo. 0 i~8 oa*%, <!f^L<t**«jo. i~5 oaa^T^-g). 

10 ^h* (^Ktc (A) limrt^) t\iYu^iy')-yhx.m (M.\Z (B) (tiff's) ii 

(omL^-^^hxt^^mm^^^o^m-b. (a) <h (b) t.<D^<Dmzn\^x. 
(A) oaait«®a^5~^9 oa«%, jf*L<«j^io~5ist)8 5as%. 

J:0?f^U<tt*«Jl 5~*tJ8 Oa«%, 4tlc:»^L<lA$^3 0~*U8 oa«%T 

l^;Hc:*fLT. t ^*D=^5/:^7 hX®SS}t«^(D:g7&tj^l/2~*«)2^:;k jfetJ 
3/4 4/3 i^fC^ff ^ b < 4 / 5 6/5 -5. 

m'\^x^^m^^m\zm^^x\iK'r\zm^^. ^(Dm-^. %M^^\z\-m.mt\^x 
^mm'i^^n-h^. m.tvx\i\^u^i^i-yhx.m.tm^\^x^K). "^fi^^-hmm 

js«> ^^M^^^^(Dmmz^^^i)m7m^t.%^^n^ti^. Mm^m\t. 
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mz. mfi^m^^z^^-^nrz^m^iimn<D'i^^nmm^s^'rizm^^c ±mm 

mrsWiELT^^^o M^^>it. ^ict h*n^->:^-7 hx^T'fe^o m.fi^m^± 

i^^iz^^-^tifcmts %m-ifo :3-jimm-^i^(D^miz^':>xmmmz^(o 
ti}V7^=¥'^)iM^mLTi5K>. ztiib'h^mm^mn<DM<:t>izuK)n^o ^ 

mML(Dmt)m^'r^m'^\z\^. 't<Dm:^];t\z^^^ffi~m.m\z^m<om)m^ 

mz^-f^o kHo:^v':^7hx^c7)pKa«. m^\t. 3 - b Kd4^'>- 2 - 
■:h:7hx®?(D^titt2. 7 0 8 «b^M!K mmi i, B*<b^#. BS|q4 4 
^9^2 50^ff) T^^o — ?Li?-i5^'Jn-;i/®?;^-Urf-7-(7):tr;i.7H^^'> 

3. 83) ^mm\z. rg^s^AfCct^ g *x;^;i.^-^'fb«Jp^fliJT'jeMpJt6j 

fiJfflt"^::<i:*^T#'5 (Table 4. 1 in "pKa Prediction for Organic Acid and 
Bases", D. D. Perrin. B. Dempsey and E. P. Serjeant. 1981) . tKP^vJPSi 

jL7.'r)v^'^\zn\^x\%^n^n. 

ApKa (OH) =-0. 9 0 

ApKa {X.7.v^)V^^) =-1. 7 
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pKa = pKa (am^fc^^^'J A pKa (OH) + A pKa (XT. 

"T-JVf^-t) =3. oe^TcitS. 0 3 «h:*Je)e»ns. fex, \=.\^n^i^±yh 
X.mitmM (pKa = 3. 8 6) > ^U:3-;i/M (pKa = 3. 8 3) , $?>(C 

7 h jLm.(Dm(i^^^mink- -)vmm.^W(D-m7mm\z^'o t^t-s ^ 
\^u^i^-)-yv:m<Dm^\^mm<Dwm\z^y)wm^mx^^o 



wo 01/05380 



PCT/JPOO/04683 



26 

( I ) 7\^^m.^m 
( i ) o/^m 

$m<Dmzmmr^^mmmit. m>i^-mi 2 Qx:]^xrxtb^^t.i)m^v\*\ 

20 x5^;p, mm^^jim) . i^^mmitT^cm ^>-tf>. h)vx.>. ^i^uy 
Ef)m\^<bn^o %m-':fv :i-jmm^i^^rzit^<DM<Dmmmmiivxitu 
k fd;^>':^7 hx.m^rcit-^(Dm<D^mmmtLxiA, rjif)^x^7)vn-)i'm 

^(Dmt^n^'nwm \zmmLrzmizm^Lxh<k\^^L. z.n^ ^jiirosy^T 
m-^-^nrcmmmm^iz2m^mmi^xm^^xh^\^\ tji-^^xh. }\u^y\\M 
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^ O D ^ ^ > i b T X ^ y — Srffl V i ;t {C *3 -5 V ^ 

5 *^0. 0 l~*tJ5 0%(v/v). cfct9i!f^L<Ji*<jO. 0 5~/^4 0%(v/v) , i^\Z. 

$f s L < 0 . 1 --m 3 0 % (v/v) fi^ ji^n-s. 
?Lm-i^u ?LS?-i^'j :n-;pmM 

10. 0 0 OfS. J;0»^b<«$t)5^~*tl5 0, 0 0 Ofg, ^tl^if < mtJ 

1 0 2 , 0 0 0 e>iit^n<5„ 

^>J3itt&MxX5^;U C^:/-r — >(Tween)80, UZ-Y — >(Tween)60, Tl-^7>A°r:7y 
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, #U^^i>X5^U'>tV5>ffi^##: [HCO-60, HCO-50. B^^B,tl)l^ 

5 L<itmo. 0 0 0 i~i oa»%<Di5fflT. $^{c$f^L<tt^o. ooi~ 
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^^^mmu^xmwvu^^^'^R^i.<\m^izmmzLxmmmm^m^ 
•^^^yjm. xj-i$^v-jir^T-^u-^~-u^^m\^^xm^^^mmLf^f)^ibm 

c<D^^izLxn^tirc^-<^ uti':f'iiMt7M'L-^m^rcitmMLx^m. l 
fc^. •^^^uij':f']zj\^<D^miznm\^x\^^^mm<D^mm^mn^rcit^<Dm.. 

i^oiiL^#L, nv^mm7Kr^aiz^m.i.xmi^^m-r^. 
Sijgxa4', i^i^m±(Dmm^m<rcis(>izm$kP5±M^iu^xh^^\ mmm 

m±mizi^Xit. M^it. 1 — ;k 1 — X, ^H'i'iS, 7'>y>!^ (^Tii, 
=i->Xi5^-5^^) fj:<i:(757KJ^14^». ^*J'»tji}i<D7^ /m. 7^:/U>. 

7&^e>Cinj;0^3 0'Ci^ViM^*SHl*ITiJPta-r'5o $f*U<tt?L®?-i^Uzi-;W 
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<i,tm2 4 mm--m 120 mm. s v<itm 48 mm-^m 9 e mm-v&^o 

m\\mLmiimt\^x\%. ^jx.«, tM^t, mwm. ^W]m^tz\t^)vy^'i: 
(ii) wyoxwm (1) 

(Dmmit, h9ib (I) (i) 3i(csBi!c«i:iw»tT*'5o ^Tzm^mmu^m^^^m 

^\z\t. -^(Dm^o^itm^t. MiB (I) (i) mizt'd,Wi.tmmx$>^o 

><£r7Kffl4'{3*PA, W (rtTKffi) /O (tft+S) / W (^TKffi) xv;i'V3>$:?^ 

fig$-&fc^> ^ftffi4'o^§j^<£»tj[$-ii-, -^-r ^ati-f^-jv^mn-r^o z,<Dm(o 
n7i^mim\t-f&tmz itm^i^m<Dm 1 f^-j^^ 10. 0 0 0 ^g, ct 0 u < « 
j^sfg-j^s. 0 0 of&> iit{3iFf^b<j**5i oi&'-*?j2, 0 0 ofgTi^^iij^n 
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itmm ( I ) ( i ) miz$s.mtmm.'^&^. 

(iii) W/O/WSfe (2) 

5 mi^f&mi^^ mm (I) a) m\zizmtmm'^$>^. $>^^^\t. hh*□=^v:^ 

10 \tmO. 5~j^7 0a«% , ctD$f^L<<«*<Jl'-J^6 0S«% . #{c:Jf?^L 

< ttj^ 2 5 0 a«%75^ e>sj^n-5o 

h7)V3-)vm m. ^iS^y-;k x^j^y-jp^) /j:i'<h(Drg^s) ^ft^-r-s, 

^S«'l4«t^KSfc^i^(D^(7)?^iJPligJi— ^6<3{3«0 . 0 0 1 mg/m 1 ~ 1 
15 Og/mU ctO^f^KJ^O. ImgXm 1 ~5 g/m lTJg{3?f^L<«l 
Omg/m 1 —3 g/m 1 Ta&S. 

50 ±bS tc J; 0 f# ^ rife l^7Kffi <h ^ffi i ^ * ^ V ■:^-r 1f- * «^^j&^(7)^^ 

t#?>tifew/ox-7;i/i>3><7)*!iS*gH«— iK6<j{c:«*?ji 2~2 orT. 1^1 

25 0—1 0, 0 0 0 c pT. $ff^U<«*5l 0 0~5, 0 0 0cpTafe-5o 

>$:7Kffi4'{w*P;t, w (F^TK+a) /O (^^) / W (^7K+i) x-t;Uv3>^?^ 
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m2, 0 0 0 ^m\tn^o 

«MIB (I) (i) ^tCfB«t|W|i^T^^. 

(II) n^mm 

:if-mz^-:>x'^-( ^uti-:r-^)v^mmt^m'^\z\x Mia (o <D-^^m.mm 

S^b^ii:^, ISnT-fe^P^-v-a >?PJfi?fttg#:mo*^0. 0 1~1. 0 0 Ofg, 

n^L<itmo. 0 s-^-b 0 oi^. mziff^vKimo. i~2 o ofg7&^e>ii« 

mm^i^-r^. hv<its mm (I) co (dtk^^^^^ 

(III) mm^mm 

:^mzj^'ox-^-c ^ atiy'^i^ji^mm-r^m^izit, buse (d OTK-f^i^fe 
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mm'^W(Di>^mmmz-^j:t.\^ttmmmmijm^x^^. 

"^nua^oym^mm. mam (Ms ti-^-^jm m. mt>-:^'t)m. i^ti-f±i 
25 m^\it. T^mmco'^stk^m^i^^^^mt-r^izit. zLtub^^nm m. v 

(Tween) 80, HC0-60^(D^®S14^J, kT;UD >^:h h U ti)Vit^ 



wo 01/05380 



PCT/JPOO/04683 



34 

l~3 0 0 Mm> itf^V<itmO. 5~ 1 5 0 /zm(DtSH> ^\zB1^L<itm 
1 ;^>^?> 1 0 0 fjLm(Dl^mx$>^o 

^^m(D'^M^m.f$.m^mmmmz-r^\zi:i. mm.±j:m^um\z-t^:^t^. 

:^n, -TOT., ^^yh. ^-^^m) \zniyx^±fjimmtii£ti'xmi^^^z. 

f}^. ±mmitmm<D^ifj!smx&tiit^^-^o ^mx$>^^mm\t!^n<Dm'^rco 
(D^^miivxit. m^it, ^^ni±nm^^6tiEm\x^^m'^. $f^b<«, 

fSLAlXmrzKifi^O. 0 lmg~l Omg/kg^rficOiBiB. $ e>tc:iPf *b < 
mg~5 Omg/'kg#:a(DiiH. $ ^.tc^ff «*>}0. lmg~3 0mg/' 

n-^mmt. ^mm^zm. if)^^izm. ^rdtm^n 3^.^, 4:^?^. 
UE(D^p5 ' f^mniix^xm^^^ z. t.f)^x^^f)K mx.\^. ^nm'i^mnm. l 
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^-^mm. m.mmw-%&. Emmmms mi^mm. ^mmmmm. ^mmmm 

10 <^it:^%m^m.^-r^h<D'vitu\^\ 
mmmi 
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